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DETAILED ACTION 
Response to Amendments and Arguments 

1 . Claims 2-6, 8-1 7, 20 and 21 are pending. 

Claims 6, 8-11, 16, 17, 20 and 21 have been amended. 

Claims 19 and 22-24 have been cancelled. 

Claims 2-6, 8-17, 20 and 21 are examined on the merits. 



2. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Withdrawn Rejections 
Claim Rejections - 35 USC §112 

3. The rejection of claims 2-6, 8-1 7, 20 and 21 under 35 U.S.C. 1 1 2, first paragraph, 
because the specification, while being enabling for a method of diagnosing metastasis 
of malignant tumor to bone using osteocalcin and bone alkaline phosphatase (BALP), 
does not reasonably provide enablement for diagnosing metastasis of malignant tumor 
to bone using any other osteoclast or osteoblast marker, nor a method of evaluating the 
therapeutic efficacy of a drug using a marker that that reflects osteoblast and osteoclast 
activity is withdrawn in light of Applicants' arguments. Claims 19 and 22-24 have been 
cancelled. 
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Claim Rejections - 35 USC §112 

3. The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

4. Claims 2-6, 8-15, 20 and 21 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. THIS IS A NEW MATTER 
REJECTION. 

Applicants have amended claim 6 to include the recitation, 
"...using markers that reflect the activity of osteoblasts and markers that reflect 
the action of osteoclasts, 

1) wherein the markers. ..are 

a) one or more markers..., and 

b) one or more markers..., 

2) wherein the one or more markers... bone metastasis are diagnosed by 
monitoring said markers." Likewise, claim 8 has been amended in the same manner. 

In essence Applicants have amended the claims to broaden the scope. As the 
claims currently read the methods now depend on the implementation of a multitude of 
markers. Applicants have not pointedly expressed wherein the specification support 
can be found for these limitations that now read on a method using an arbitrary number 
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of markers. Applicants should delete the new matter or pointedly express where in the 
specification by page and line number where support can be found for these new 
limitations. 

5. The rejection of claims 2-6, 8-17, 20 and 21 are rejected under 35 U.S.C. 112, 
second paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention is maintained and 
made. Claims 19 and 22-24 have been cancelled. 

a. Claims 2-6, 20 and 21 are vague and indefinite because it is not clear if the 
first marker or second marker is A or B and the method steps are not clear. Applicants 
ardently argue that the present invention is not all that complex and that the claims are 
directed to those persons skilled in the present art. Applicants also provide a number of 
cosmetic amendments. These points of view and arguments have been considered, but 
found unpersuasive. 

Applicants do not address the rejections specifically in a manner that aids in one 
of ordinary skill in the art to have a clear understanding of the method. Furthermore, 
Applicants have added the recitation "...the ratio of A/B is a Z value of an A to Z value of 
B...". This recitation is indefinite. As stated previously in the Action mailed July 15, 
2003 independent claim 6 sets forth two markers, the first reflects osteoblast activity, 
wherein the second reflects osteoclast activity. However, dependent claim 20 only lists 
markers associated solely with osteoblast activity. Likewise, dependent claim 21 sets 
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forth, A is an osteoclast marker and B lists both osteoblast and osteoclast markers. 
Applicants are requested to discriminately review all claims and ensure clarity. 

b. The arguments presented in section a read on the instant rejection and 
they are found unpersuasive. Claims 8-17 and 23 are vague and indefinite because it is 
not clear from the claims how the two markers are used in ascertaining efficacy of a 
drug and the method steps are not clear. While it notes that one marker represents 
osteoclast activity and the other is for osteoblast activity how is these values are to be 
used is not expressed in the claims. Furthermore, dependent claim 17 presents a ratio 
wherein A is a osteoclast marker. The list for what is B comprises both osteoblasts and 
osteoclast markers. Applicants are requested to discriminately review all claims and 
ensure clarity. Applicants have added the recitation "...the ratio of A/B is a Z value of 
an A to Z value of B. . .". This recitation is indefinite. 

c. The recitation "the marker" in claims 12-1 5, line 2 lacks proper antecedent 
bases in independent claim 8. 

Claim Rejections - 35 USC § 102 

7. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

8. Claims 2-6 are rejected under 35 U.S.C. 102(b) as being anticipated by Koizumi 
et al. (J. Cancer Res. Clin. Oncol. 121: 542-548, 1995). Koizumi discloses a method of 
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measuring osteoclastic (pyridinoline-cross-linked carboxyterminal telopeptide, ICTP and 
deoxypyridinoline, Dpd) and osteoblastic markers (procollagen I carboxyterminal 
peptide, PICP, bone gla protein, BGP and alkaline phosphatase) in order to diagnose 
and detect bone metastasis in patients with breast, prostate and lung cancer, see 
Abstract; page 543, Table 1 and corresponding text; page 544, Table 2 and Figures 1a- 
e and corresponding text; page 545, Figures 2a-e and Table 3 and corresponding text; 
page 546, Figures 3a-e and corresponding text. "The levels of markers tended to rise 
as the grade of metastasis increased." The values of various bone metabolic markers 
in all the cancers seemed to be a function of the grade of bone metastasis and bone 
metastatic burden, see page 543, column 2, second paragraph; bridging paragraph of 
pages 545 and 546; and page 546, column 1 , first full paragraph. 

9. Claims 8-15 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Martinetti et al. Tumor Biol. 18: 197-205, 1997). Martinetti discloses a method of 
evaluating osteoclastic and osteoclastic markers with bone metastases and treated 
with formestane, see abstract. The osteoclastic marker measured was ICTP (a bone 
resportion marker) and the osteoblastic markers measured were PICP (a proliferation 
marker), osteocalcin or BGP (a mineralization marker) and BALP (a matrix formation 
marker), see abstract and Table 2 on page 200 and corresponding text; Table 3 on 
page 201 and corresponding text. Four of these markers were assayed and evaluated 
to determine the biological efficacy of the aromatase inhibitor formestane, see bridging 
sentence of columns 1 and 2 of page 198. 
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10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Alana M. Harris, Ph.D. whose telephone number is 
(571 )272-0831 . The examiner works a flexible schedule, however she can normally be 
reached between the hours of 6:30 am to 5:30 pm, with alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Siew can be reached on (571 ) 272-0787. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). 

ALANA M. HARRIS, PH.D- 
'^Smary EXAMINER 

Alana M. Harris, Ph.D. 
22 February 2005 



